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REMARKS 

Status of the Claims 

The Office Action of December 3, 2008 presents the examination of claims 1, 2, 6, 8, 15-17, 19 
and 21-35. Claims 1-2, 6, 8, 15-17, 19, 21-25, 28-29, 31, and 36 have been canceled; claims 
26, 27, 30, 32-35 are currently amended; and new claims 37-45 are added. 

Amended claim 26 now defines the concentration of the components cited in each original step 
and additional conditions such as temperature and stirring, etc. Support for the amendments to 
claim 26 is explained below: 

- support for the phrase ''10% to 50% wM' in amended claim 26 (a) is found at original 
claim 4 of the application as filed; 

- support for the phrase "between 30^*0 and 45^C" in amended claim 26 (a) is found at 
page 22, line 18 of the application as filed; 

- support for the phrase ''not higher than 40^C' in amended claim 26 (c) is found at page 
18, line 2 of the application as filed; 

- support for the phrase "in an amount ranging from 5.0 to 20% w/w" in amended claim 26 
(d) is found at page 12, line 10 of the application as filed; 

- support for the phrase In an amount ranging from 20 to 40% w/W in amended claim 26 
(d) is found at page 12, line 29 taken together with the example 19 of the application as 
filed; 

- support for the phrase "in an amount ranging from 0.001 to 2.0% w/W in amended claim 
26 (d) is found at page 13, lines 19-20 of the application as filed; 

- support for the phrase "in an amount up to 60% wM in amended claim 26 (d) is found at 
page 14, line 2; 

- support for the phrase "in an amount up to 0.5% wM' in amended claim 26 (d) is found 
at page 14, lines 11-12 of the application as filed; 
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- support for the phrase "until the remaining quantity of alcoholic solvent is between 5% 
and 20% w/w of the composition" in amended claim 26 (e) is found at page 12, line 7 of 
the application as filed; 

- support for the phrase "in an amount ranging from 0.1 to 20% w/w" in amended claim 26 
(f) is found at page 13, line 1 1 of the application as filed; 

- support for the amended claim 26 (g) is found at page 18, lines 19-20 of the application 
as filed. 

Claim 35 is amended to more clearly recite the alternatives presented. 

The features disclosed in claims 28 and 29 have been added to the amended claim 26. 

New claims 37 to 45 define the composition obtained by the process claimed. Support for new 
claims 37, 38, 39, 40, 41, 42, 43, 44, and 45 is found, for instance, in previously presented 
claims 1, 2, 6, 8, 15, 16, 17, 19, and 21, respectively. 

No new matter has been added. 

Status of the Application 

After Applicants' September 14^^ 2007 Amendment, the Examiner has maintained the following 
rejections: 

a. The obviousness rejection over Lipari et al (US Patent 6,232,333) in view of Bailey et al 
(US Patent 6,008,228); 

b. The obviousness rejection over Lipari in view of Bailey as above, and further in view of 
CUBoulder Organic Chemistry Undergraduate Courses, Lab Techniques; 

c. The indefiniteness rejection of claims 26-36, of the claimed methods of manufacturing 
the compositions that do not state a specific concentration, weight, or final product form 
as an endpoint. 

(Office Action, page 2) 
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1. Objection to the Specification 

The Examiner objected to the specification as failing to provide antecedent basis for claim 25. 
Applicants have canceled claim 25; thus this objection is moot. 

2. Claim rejections under 35 USC S103 

2 (a). Lipari et al (US Patent 6,232,333) in view of Bailey et al (US Patent 
6,008,228) 

The Examiner maintained the rejection of claims 1-21 and also imposed new rejections of 
claims 22-25 under 35 USC § 103(a) as being unpatentable over Lipari in view of Bailey. 
Applicants' arguments of the prior response were considered not persuasive; the Examiner 
asserts that they were directed to individual aspects of the prior art documents but not to their 
teachings in combination. (Office Action, pages 4 and 9). Applicants respectfully traverse. 

The Examiner stated that "a reference is good not only for what it teaches by direct anticipation 
but also for what one ordinary skill in the art might reasonably infer from the teaching" (Office 
Action, page 6). So, the Examiner has the opinion that one ordinary skilled in the art would be 
motivated to try the present application composition with reasonable expectation of success in 
view of the Bailey's teachings. 

However, the Examiner must recognize the fact that the teachings of Bailey are not sufficient to 
provide a suitable composition of ritonavir at the concentration recited in the instant claims. 
Applicants have pointed this out in the present application (see below): 

The application WO 96/39142 describes a liquid composition for the administration of several 
protease inhibitors, among them ritonavir, employing a mixture of mono and diglycerides of C^Cw 
saturated fatty acids as organic solvent Despite the inclusion of ritonavir in this document, the 
examples described compositions only for saquinavir Experimentally, this composition is 
inadequate to supply stable composition of ritonavir, mainly if we consider compositions having 
high concentrations, for example 200mg/1g of the composition. Another negative aspect for this 
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composition is the high temperature needed for the complete dissolution of ritonavir in the 
described excipients which may lead to a thermal degradation of this drug, (page 8, lines 6-18 of 
the specification as filed/ 

The Examiner has plainly simply used hindsight reconstruction of the invention, using the claims 
as a template, to select the various ingredients of the presently claimed composition from the 
prior art. This is plainly evident from the comparison of the instant invention against the prior art 
references provided in Applicants' prior Amendment (pp 15-16). Such an approach to asserting 
prima facie obviousness of a claim has been repeatedly rebuked by the Court of Appeals for the 
Federal Circuit and should not be engaged in presently. 

Considering the Bailey reference, a person of ordinary skill in the art at the time the claimed 
invention was made might reasonably infer that a pharmaceutical composition of proteinase 
inhibitors would require a high amount (40-80% w/w) of a mixture of mono and diglycerides of 
medium chain (Cs-Cio) which must contains at least 70% of monoglycerides (claim 1) or about 83 
to 95% of monoglycerides (claim 7). In addition, the document teaches that the weight ratio of 
monoglyceride to the proteinase inhibitor might be at least 1.5, preferably between 2.5 and 3.5. 
Taking in account the above information and considering 200mg of the proteinase inhibitor per 1g 
of composition, this means that the composition would require at least 300mg but preferably 
between 500 and 700mg of monoglycerides. 

The mixture of mono and diglycerides of medium chain (Cq-Cio), marketed as Akoline, used to 
prepare the presently claimed pharmaceutical composition contains approximately 50-62% of 
monoglycerides therefore different from Bailey's recommendation. This difference becomes more 
pronounced for the claimed compositions comprising less than 40% of the mixture of mono and 
diglycerides of medium chain (Cs-Cio) therefore out of the range taught by the Bailey reference. 
For instance, each 1g of the presently claimed composition of the example 5 contains 200mg of 
ritonavir (a proteinase inhibitor) and 234.875 mg of the mixture of mono and diglyceride of 
medium chain which contains about 117.43 to 145.62mg of monoglycerides that is much less 
than the minimum amount of monoglycerides taught by the document. Even the presently claimed 
composition of the example 1 containing 509.80mg of the mixture of mono and diglyceride of 
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medium chain length which contains about 254.9 to 316.1mg of monoglycerides is outside of the 
teachings of the Bailey reference, depending on the monoglyceride content of the Akoline batch. 

So, one ordinary skilled in the art would not expect that trying to modify Lipari by the teachings 
of Bailey to obtain the present application composition would be successful in view of Baile/s 
teachings, since some embodiments of the claimed invention are contrary to Bailey's teachings. 

In addition, experimental data provided in the Declaration enclosed herein clearly show that the 
process and compositions taught by Bailey are not suitable for producing a clear and soluble 
composition for ritonavir. In particular, the attached Declaration of Dr. Pacheco shows that the 
presently claimed process unexpectedly provides completely dissolved solutions of both 
polymorphs I and II of ritonavir despite employing lower concentration of mono/diglyceride 
mixture compared with Bailey's teachings. 

Also, Lipari adds nothing to the solution of the problem of providing a stable, clear, highly 
concentrated composition of ritonavir. 

Applicants submit that the present claims now clearly recite process steps that establish the 
difference between the present invention and the prior art, i.e. that the composition of ritonavir 
obtained is one having a high concentration and that is stable and clear and completely 
dissolved. 

2 (b). Lipari in view of Bailey and CU Boulder Organic Chemistry Undergraduate 
Courses, Lab Techniques. 

The Examiner has maintained the rejections of the process claims as allegedly unpatentable 
over Lipari in view of Bailey and further in view of CUBoulder Organic Chemistry Undergraduate 
Courses, Lab Techniques. (Office Action, page 12) The Examiner states that vacuum 
distillation is an elementary technique as well it is taught in high school and college. The 
Applicants respectfully traverse the rejection. 
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As pointed out in Applicants' September 14, 2007 response, process claims must be read as a 
whole being analyzed by all their steps and conditions. The Examiner should consider that the 
presently claimed process, as a whole, including steps of complete dissolution of ritonavir in 
ethanol, filtration and posterior vacuum rotary evaporation at low temperature to concentrate 
the solution provides the result of dissolved ritonavir, in a microcrvstal-free form and at high 
concentration , within the remaining ingredients of the composition. 

Once the ritonavir is dissolved and the solution is concentrated by the aforementioned steps, 
the triggering of ritonavir precipitation is prevented, and moreover, the polymorphic form 
interference is avoided. No prior art reference has described nor suggested such a result. 

The claimed steps in sequence confer improvement over the prior art: /' e. the direct addition of 
the solid form of ritonavir to the oily solvent under vigorous stirring and higher temperatures, 
allowing the obtaining of the instant compositions, even if the more insoluble polymorph is 
employed. Furthermore, the present invention process allows the preparation of concentrated 
compositions and the administration regimen for this medicine can be advantageously 
simplified, reducing considerably the number of capsules to be administered every day. 

Moreover, no prior art reference has taught or suggested the claimed steps for preparing 
ritonavir compositions, and the skilled artisan would not be motivated to dissolve ritonavir under 
low temperature to avoid ritonavir degradation, filter and then evaporate the solvent to 
concentrate the ritonavir in solution, since it is known that ritonavir has poor solubility. 

"The mere fact that references can be combined or modified does not render the 
resultant combination obvious unless the prior art also suggests the desirability 
of the combination^ MPEP 2143.01. 

"A statement that modifications of the prior art to meet the claimed invention 
would have been 'well within the ordinary skill of the art at the time the claimed 
invention was made' because the references relied upon teach that all aspects of 
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the claimed invention were individually known in the art is not sufficient to 
establish a prima facie case of obviousness without some objective reason to 
combine the teachings of the references". MPEP 2143.01. 

The following characteristics of the instant invention are inventive and can solve the state of the 
art problems: 

By the process of the instant invention there is no need to use the active 
pharmaceutical ingredient in a special crystalline form, [see page 19, lines 3-8 of the 
specification as filed]; 

By this process, it is possible to obtain more concentrated compositions of ritonavir 
without precipitation of the active ingredient within the composition. The prior art 
processes, which involve the direct dissolution of the active ingredient, are not able 
to achieve such technical advance, [see page 19, lines 8-12 of the specification as 
filed]; 

Only by this process, it is possible to obtain clear compositions of ritonavir according 
to the instant invention. 

In summary, the instant invention includes objective evidence of nonobviousness due to the 
following aspects: 

(1) It satisfies a long-felt need and failure of others since it can contribute for the 
adherence of patients to the treatment; 

(2) It finds a solution to the prior art problem - to provide stable and concentrated 
compositions and to solve the problem of crystallization of the less soluble form of 
ritonavir; 

(3) Unexpected results are presented in the application as filed since it shows increased 
stability and concentration of the final composition and, consequently, it improves the 
efficiency of the treatment using the active substance (ritonavir). 
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Accordingly applicants respectfully request reconsideration and withdrawal of the instant 
obviousness rejection. 

3, Claim rejections under 35 USC 112 

The Examiner has maintained the rejections to claims 26-36 under 35 USC 112 2""^ paragraph 
for indefiniteness with respect to the methods of manufacture that do not state a specific 
concentration, weight, or final product form as an endpoint. The claims have been amended to 
limit the scope to the specific amount and weight ranges of the present invention. The 
Applicants believe that, with such amendments, the rejection is overcome. 

4. Conclusion 

In view of the foregoing amendments and remarks, Applicant respectfully request immediate 
allowance of the claims, which define subject matter that meets all statutory patentability 
requirements. 

If the Examiner has any questions or comments, please contact the undersigned by telephone to 
discuss the matter. 

If necessary, the Commissioner is hereby authorized in this, concurrent, and future replies, to 
charge payment or credit any overpayment to Deposit Account No. 02-2448 for any additional 
fees required under 37 C.F.R. § 1.16 or under 37 C.F.R. § 1.17; particularly, extension of time 



fees. 



Dated: June 3, 2008 



Respectfully submitted, 



Dr. J. Nuell 

Registration No.: 36,623 
12771 High Bluff Dr., Suite 260 
San Diego, CA 92130 
(858) 792-8855 
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IN THE U.S. PATENT AND TRADEMARK OFFICE 

Applicant; Ogari Pacheco et al Conf.: 5587 

Appl. No.: 10/517,453 G^o^P' 1^09 

Filed: DecenJber 9, 2004 Examiner: Huang, G. G. 

For' SOLUBLE, STABLE, AND CONCENTRATED 

PHARMACEUTICAL COMPOSITIONS COMPRISING 
RITONAVIR AND PROCESS FOR PREPARING 
THEREOF (as amended) 

PECLARATIOW ONDBR 37 CFR 1.132 

Ogari de Castro PACHECO declares that: 

[001). I am a founding partner of CRISTAlia 
PRODUTOS QUlMICOS FARMACfiUTICOS LTDA, the assignee of the 
entire rights title and interest in the above-identified 
patent application and the invention described therein. 

[002], I received a doctor degree in 1964 from the 
School of Medicine Of the San Paulo University (in 
Portuguese, Universidade de SSo Paulo), from San Paulo, 
Brazil. In. 1966, X received a postgraduate degree in 
surgery of the digestive tract from the Hospital of Clinics 
of the school of Medicine of the San Paulo University. 

[003]. I am fully knowledgeable of the disclosure 
of the above-identified patent application and the field of 
art of the present invention. I have read and understand 
the December 3^, 2007 Office Action and the references 

cited therein. 

[004]. This declaration is made to (1) provide 
experimental data conff>aring the composition of the present 
invention with the composition from the closest prior art 
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reference taking in account the ingredients employed and 
their respective amounts from each composition, as well as 
the process for preparing the composition taught by the 
prior art reference catr«>ared with the process of the 
present invention which ^loys pre-dissolution of the 
active ingredient followed by filtration and vacuum rotary 
evaporation (hereinafter mentioned as ^^rotoevaporation") as 
the key steps for obtaining the soluble and clear ritonavir 
composition of the present invention; (II) show by way of 
the experimental data presented herein that the US patent 
6,008,228 (hereinafter mentioned as ^>Bailey's reference" or 
just -Bailey") cannot be used to establish a prima facie 
case of obviousness since the teachings provided therein 
cannot be extrapolate for the compound ritonavir; and (III) 
conclude, supported by the experimental data presented 
herein, that there is no expectation of success for one 
skilled in the art to combine both references cited by the 
Examiner (US patent 6,232,333, and US patent 6,008,228). 

(I) F^rimantal comparing the present invention 

Jin^^i.L.< m with the olo aest prior art^«rence 

[005]. It was established that the closest prior 
art reference is the Bailey's reference, since it provides 
the usage of Ce-Cio medium chain mono /diglyce ride mixture as 
the solvent in the composition of and HIV protease 
inhibitor as does the present invention composition, while 
the US patent 6,232,333 , (hereinafter mentioned as -Llpari's 
reference" or just -Lipari") teaches the usage of long 
chain (C,.-C,,) fatty acid as solvent in the composition, 
being the most plentiful ingredient of the composition, 
which is not found in the present invention composition. 
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[006]. For proper comparison tests, the Bailey's 
composition was reproduced replacing saquinavir by 
ritonavir. The results are presented and discussed on the 
present Declaration. 

[007]. The specific formulations investigated by 
the present tests were elected according to the proximity 
of ingredients and their correspondent amounts as described 
on each documents (Bailey's reference and the present 
application). The formulations investigated are described 
at tables 1 and 2: , , 



Table 1 - First Comparison 



Engradtent 



Rltpnavli^ 

Mftdkjm chain mono/diglyce ride (Akollnel 
Antioxidant 



PolwinvlPVTDidone lOO (PVP t^O) 
Elhanol^ 



Propylene glycol 



Castor oil polyethoxytated 35 



Water 



Total 



Quantity in grams' 



Formulation AW from 
the US 6,008,228 
(A63) 

45 ; 



153.8 



0.2 (alpha-toCQpneroi) 



200 



ponmutation of 
Example 1 from the 
prasent application 



40 



101.96 



0.05 (BHD 



24 



■25" 



12 



1.90 



200 
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PEG 400, castor oil polyethoxylated 40 and 
poly^llpyroUdona K30 1» . s-.ita.le ..ssel with stirring 
and heating until approximately 50"C; addition of the 
active in<p:edient (for the present te=t was used ritonavir 
in the place of sa<pi».vlr) and maintaining the strrrxng 
until total dissolution of the active ingredient wlth.n the 

medluM if it is P-»^W-- ;\ 
tenrperature, it was added the dl-alpha-tccopherol to the 

c-wHrT-ina until its dissolution within the 
mixture under stirring untii 

medium, if it is possible. 

[0012]. The formulations of the Examples 1 and 5 
(respectively Bxl and Bx6) from the present application 
were prepared by two different ways, in order to 
demonstrate the , relevance of the procedure steps sequence 
to the final result relative to the composition appearance 
as described at the present application: 

10013] (i) By the process described in the present 
application wherein, in general, ritonavir is totally 
dissolved in plenty amount of ethanol at 30-45»C, followed 
by the filtration of the resulting solution (to remove the 
microcrystals of ritonavir from the medium), and then 
concentrating the solution by rotoevaporation, wherein 
ethanol excess is removed under reduced pressure at a 
temperature of about AO^C until achieving the desired 
ethanol content in the final composition (12% w/w) . 

[0014] . (ii) By direct dissolution of ritonavir into 
the mixture of the excipients with heating until 30-45''C. 
in this procedure there was neither filtration nor 
rotoevaporation in order to demonstrate the relevance of 
theses steps for the final composition. 
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[0015] . ■Results and diecuaaion: 
[0015] . First ooaa parison 
[0017].. M3 - P QlyiaogPh I 

[0018]. After mixing the ingredients of hS3 
formulation according to the a fore -mentioned process, ' it 
WHS Observed the non~diss-olution of ritwir i« the 
medium, even after constant .tlrring a«d maintenai.ce of 
temperature at ~60"C, for ,12 hours: 




Figum i: Formulattor, A63 with polymorph I of ritonavir Bter12 houm of oon« stirring and 

[0019]. in addition, after codling, the suspenaion 
solidified within the flask: 
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rigiire 2: soMlflcation of tHe msulling A63 fotmuJaifon 



(00201. ^ Polymorph II 

[0021] . TUB expertiaent was not performed due to the 
observed nnfeasibllity of this formulation for polymorph I 
of ritonavir, «hich is known to be more soluble than 
pol.ymoi:ph II. 

[00221 . -sxl - Fol.y»ogph^ I •- W*>^^SJ^ 

[00231 . The formulation from Example 1 of the 
present application (Exl! was prepared according to the 
process formerly described in (t) . 

[0024). H-or illustrative comparison we provide 

.,K«,Hi^rr the total dissolution of 
bellow a picture showing tne i,oi,<x^ 

ritonavir, polyjBorph 1, in ethanol (figure 3) : 




[00251 . 



: elhanonc sdution of .«or.avir. polymorph t. befom (A| and after P) «lmto 

filtration, the solution 



After 

concentrated using a rotoev^porator 
until achieving weight approximately 
ritonavir + 24g of ethanol J : 



was 

illustrated below 
of 64g {40g of 
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Figure 4: concsntration of tttonavir othanoBc solution by rotosvapoFaton 



[0025]. After concentration of the solution above, 
the others ingredients of the Exl were added according to 
the process formerly described in (i) . 

[0027,!. The resulting fcrmulation is illustrated 
bellow, wherein it Is possible to note that is totally 
clear and soluble wherein all the cofnponents are dissolired: 




Ffeum S: Final ixt Formulation, usJng po!ymoi|>h I of ritorja* 



[0028] . d) Exl - Polymorph II - grooeas (i) 

[0029] . The same procedure described in (c) was «sed 

for the Exl formulation now using the polyroorph II of 

ritonavir.. 
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tOOBO) As observed by tha. plotErea bellow {figtiM 

6) , mm UBxng thm mora InsoluWa polymorph..^ . the 

coiBposi.t.io:n oi the present application- waa mblm to 

ad^qudtBXy-diMBolve rimnmix.r ptmiAing a fi-Ml clear and 
soltible' coi«po.sitioaj 



Flgum m A: Wtortavir ©thanolic sofutlon using ^ymi^h II, ^terflttratlon andcori^rttiiiiDri by 
rotoevaporatlon: B: Final Ex1 oompoBWon of Polymorph H of rffonavfr. 

10Q31] . a) Exl - Pol!^02rph I - proosss <.ii) 
C0032] . The formulation Exl of the preaent 
applioatioB was .eIot .prepared ■ direct-addition of ttes 
ingxedients accordiag to the process formerly described in 
(ii) . As mentioned .before^ we performed a ainiple mathod for 
preparing the ai, diaregarding the prasent application 
described pre-'dissolution. of ritonavir in ethaBoI a,nd 
subsequent filtration and rotoevaporaticm stepB. This was 
made in order to demonstrate th^ relevance of Buch ataps in 
the whole process of the present application for suitable 
re;gults to the final copE)OsitiQn, 
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FlgiimT: A: Dlrecl-addiiion of me fngrecftentsof the formufation Exl; B: Observe ttie incomplato 
diseoluton of polymorph I of ritonaw within tha madlum, mmn after cxjnstantstimng for 12 hourm, 

[00333 f.)..£.xl - PoIyiRorph II - process (ii> 
[00341 . The same process of item (e) was 
accomplished for .E3£.l formulation, now uBirig the polymorph 
II of ritonavir.. The final compoaition 1$ illustrated 
bellow (figura i): 




FIgufet 8: Ob«ife^ th© hcompleta dissofution of polymorph II of rSoriavtr within *© medlum/dven 
after constant stirring for 12 hoy ns, at *4S'=€. 

[0035], Second compairison 
[00361 . al^ A2S - PolYmorph I 

[0037]. After mixi nq the ingredieats of A2S 
formulation according to the af ore-mejitxoned process, it 
was observed the non-dissolution of ritonavir ixi the 
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medium, even after constant stirring and maintenance of 
temperature at --eooc, for 12 hours (see figure 9, pan^l A) 
[0038]. bl^ A25 - P olymorph H 

t0039] . The experiment was not performed due to the 
Observed unfeasibility of this formulation for polymorph I 
of ritonavir. 

[0040], al> E»5 - P olyinQgPh T - proQeas (i) 
[0041). The formulation from Example 5 of the 
present application (E«5) was prepared according to the 
process formerly described in (i) . 

[0042] The resulting formulation is illustrated in 
figure 9, pan.1 B, wherein it is possible to note that is 
totally clear and soluble. 

[0043]. rill Ex5 - Po lymorph II - prooeBS (i> 
[0044]. The sane procedure described in (ol) was 
used for the Ex5 formulation now employing the polymorph II 
of ritonavir. 

[0045], As observed by the figure 9, panel C, even 
using the more insoluble polymorph, the composition of the 
present application was able to adequately dissolve 
ritonavir, providing a final clear and soluble composition: 

[0046]. ^1 ) Ex5 - PoJ Y^orph I - procaas (ii^. 

[0047]. The formulation Bx5 of the present 
application was also prepared by direct-addition of the 
ingredients according to the process formerly described in 
(ii) . AS mentioned before, we performed a simple method for 
preparing the BxS, disregarding the present application 
described pre-dissolution of ritonavir in ethanol and the 
subsequent filtration and rotoevaporation steps. This was 
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made in order to demonstrate the relevance of such steps in 
the whole process of the present application for suitable 
results to the final coa^osltion. The fiBal composition 
obtained by this process, using polymorph I of ritoixamr.is 
illustrated at figure 9, pansi D. 

[0048] . fll EaeS ^ Pol^rph II- " proceaa (ill 

[0049] . The same process of itea <el) 
accomplished for Polymorph U BxS formulation. The final 
composition is illustrated at figtira 9, p^nml E. 
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of irnSrD Foi^^S^^^ EicS prepared by the process (ii) ifm ^fXlH 



{0050]. (II) tig paten t 6^006'^^^ ^ 

....ablish a r--^^ facie of obtrlom«i.«Bg. 

(0051]. The dbove-mentioned coaqpaxison tests clearly 
den^onstrate that the Bailey's. refeicenc« does not teaches 
neither ritonavir compositions BOr the pro«86 for 
obtaining such compositions. 

10,052).. attempt to extrapolate the Bailey's 

compositions to be employed for ritonavir instead of 
saquina^^ir showed that it is not possible, one. the 

, . >.„-i^.t«r,c Hiri not i3t-fifient suicabie appearance 

resulting compositions d.iu nov ijl . 

and dissolution of the atitive ingredient. 

[0053]. The teats evidence that one having skill in 
the art ^ cannot be able to product clear and soluble 
compositions of ritonavir using the Bailey's teachings. 
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[0054]. Therefore, the Bailey's reference cannot be 
used to establish a prima facie case of obviousness in the 
present case, 

[0055]. /TTT^ Th^r^ ±0 «DaQtation of «>uoo«isa for 
-ktll^d ir -^-^ '^-^ ^ — rafunmoas olted by 
.H. K^iner (UP r^-^ 6.232.333 In vi«w of and US patent 
6 r 008 > 228) 

[00561 . Based on the experimental data provided 
herein, it is clear that one skilled in the art had no 
expectation of succesa for the sixaple usage of a raixture of 
medium chain mono/diglyceride to dissolve ritonavir. 

[0057]. The proper conipositions according to the 
present application cannot be made simply following the 
previous description of excipients individually. Actually 
it depends on several other factors that must be 
considered, such as the amount of the mono/diglyceride 
mxture en4>loyed; the specific combination with the elected 
excipients and with their relative proportions; the order 
of addition of the elements in the preparation of the 
composition; the whole process for the preparation of the 
compositions, specifically including the steps of pre- 
dissolution of ritonavir, filtration and rotoevaporatxon 
for concentrating it; among others. The Bailey's reference 
did not taught neither suggested such factors, and so, if 
the skilled artisan followed Bailey's teachings, he would 
achieve only the i««>roper ritonavir compositions as showed 
in the figures 1, 2, and 9A. 

[0058]. Lipari's reference does not taught the 
process steps or the combination of the excipients of the 
present application. The plentiful ingredient of Liparx's 



Page 14 of 15 



compositions is long chain fatty acids, specifically oleic 
acid, and it is not eioployed in the present application 
composition. 

[00591 . ConelderlBg the .ra««ents above, we belle™ 
that the combination of Bailey'. reter«.ce and lipan'a 
reference ia hindsight, and one with eiaU in the art 
cannot be notivated to oo*ine both references neither to 
replace a long chain fatty add by a .aediuB chain 
mono/dlglyceride .nlxture with reasonable e:.pectaUon of 



success . 

StatoMRt 



I hereby declare that all statements mde herein of my 
own knowledge are true and that all stat««ents mde on 
information and belief are believed to be true; and further 
that these statements were made with the knowledge that 
willful false statements and the like so Biade are punishable 
by fine or imprisomuent, or both, under Section 1001 of Title 
18 of the united States Code and that such willful false 
statements may jeopardize the validity of the application or 
any patent issuing thereon. 

Signed by me in Itapira-San Paulo, Brazil, this 29^ day 
of May, 2008 











Ogari 




Castro PACHECO 
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